AMENDMENT TO THE CLAIMS: 



Listing of the Claims: 

1 . (Canceled) 

2. (Previously Presented) The conjugate of claim 44, wherein the molar ratio of the 
at least one vitamin D moiety to the at least one target molecule moiety is 1 : 1 . 

3. (Previously Presented) The conjugate of claim 44, wherein the vitamin D moiety 
is associated with the target molecule moiety via a connecting group. 

4. (Original) The conjugate of claim 3, wherein the connecting group is a linkage 
group formed by modification of the vitamin D moiety and the target molecule moiety to form a 
bond therebetween. 

5. (Original) The conjugate of claim 3, wherein the connecting group is a 
bifunctional connector. 

6. (Original) The conjugate of claim 3, wherein the vitamin D moiety is associated 
with the target molecule moiety via the connecting group and at least one additional connecting 
group. 

7-10. (Canceled) 

11. (Original) The conjugate of claim 5, wherein the bifunctional connector is an 
amino acid chelated to the target molecule moiety and linked to the vitamin D moiety via an 
amide linkage. 



12-16. (Canceled) 



17. (Previously Presented) The conjugate of claim 44, further comprising at least one 
therapeutic agent other than a vitamin D moiety conjugated therewith. 

18. (Original) The conjugate of claim 17, wherein the therapeutic agent is a bone- 
therapeutic agent selected from the group consisting of conjugated estrogens or their equivalents, 
antiestrogens, calcitonin, bisphosphonates, calcium supplements, cobalamin, pertussis toxin, 
boron, dehydroepiandrosterone, transforming bone growth factor beta, activin, and bone 
morphogenic protein. 

19. (Canceled) 

20. (Currently Amended) A pharmaceutical composition comprising: 
a conjugate which includes at least one vitamin D moiety having the formula 



HO 
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HO 
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wherein R 1 is H or OH; Z represents a saturat e d or unsaturated, substitut e d or unsubstitut e d, 
straight chain or branch e d CI — CI 8 hydrocarbon a side chain represented by formula (IIIA): 



wherein m is 0 or 1; R 5 is H OH; R 6 or R 7 are independently H, OH, lower alkyl lower 
fluoroalkyl, O-lower alkyl Q-lower acvl O-aromatic alkyl lower cycloalkyl or, taken together 
with the carbon to which thev are bonded form a C ^-Cg cvclohydrocarbon ring; and Q is 
_- c = c-.-c = c-.or. r5 r<, , wherein n is 0 or an integer from 1 to 7, R 3 is CH ^ or 



H, and R* is H or OH; Y is a =CH 2 group; and t is 0 or 1 , 

the vitamin D moiety being associated at at least one of the C-L C-3, C-24 and C-25 
position with at least one target molecule moiety having an affinity for a tissue of interest, the 
target molecule moiety comprising at least one of calcitonin, a bisphosphonate, a phosphate, 
polyaspartic acid, polyglutamic acid, an aminophosphosugar, osteonectin, bone sialoprotein, 
osteopontin^ estrogen, dehydroepiandrosterone (DHEA), a metal ion-amino acid chelate, and 
combinations thereof, and 

a suitable pharmaceutically acceptable carrier. 

21. (Original) The pharmaceutical composition of claim 20, further comprising a 
differentially degradable coating encapsulating the conjugate for time release delivery of the 
conjugate. 

22. (Original) The pharmaceutical composition of claim 21, wherein said coating is 
an enteric coating. 




(IIIA) 




23-41. (Canceled) 
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42. (Currently Amended) A conjugate comprising at l e ast on e vitamin D moioty 
having th e formula 




wh e r e in is H or OH; Z r e pr e s e nts a saturat e d or unsaturat e d, substitut e d or unsubstitut e d, 
straight chain or branch e d C+ — hydrocarbon group; Y is a "CH^ group; and t is 0 or 1, 

th e vitamin D moi e ty b e ing associat e d with a targ e t mol e cul e moi e ty having an affinity 
for a tissu e of int e r e st, th e targ e t mol e cul e moi e ty comprising at l e ast on e of calcitonin, a 
bisphosphonat e , a phosphat e , polyaspartic acid, polyglutamic acid, an aminophosphosugar, 
ost e on e ctin, bon e sialoprot e in, ost e opontin, e strog e n, d e hydro e piandrost e ron e (DHEA), a m e tal 
ion - amino acid ch e lat e , and combinations th e r e of, 

Th e conjugat e of claim 44 , wh e r e in th e conjugat e compris e s at l e ast on e of la-(OH)-24- 
aminoalkyl- 1 , 1 -bisphosphonate-D 2 , 1 -aminoalkyl- 1 , 1 -bisphosphonate-24-(OH)-D 2 , 1 oc,24- 
(OH) 2 -3-aminoalkyl- 1 , 1 -bisphosphonate-D2, 1 ot-aminoalkyl- 1 , 1 -bisphosphonate-25-(OH)-D3 , 
1 a,2 5 -(OH) 2 -3 -aminoalkyl- 1 , 1 -bisphosphonate-D 3> 1 a-(OH)-2 5 -aminoalkyl- 1 , 1 -bisphosphonate- 
D3, or [and] combinations thereo f, wherein the conjugate has an affinity for a tissue of interest . 

43. (Canceled) 

44. (Currently Amended) A conjugate comprising at least one vitamin D moiety 
having the formula 
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wherein R is H or OH; Z represents a saturat e d or unsaturat e d, substitut e d or unsubstitut e d, 
straight chain or branch e d CI — CI 8 hydrocarbon a side chain represented by formula (MIA): 



R 1 

(IIIA) 



wherein m is R 8 or 1: R 5 is H OH: R 6 or R 7 are independently H, OH, lower alkyl, lower 
fluoroalkyl, CMower alkyh O-lower acyU O-aromatic alkyl lower cycloalkyl on taken together 



with the carbon to which they are bonded form a CyCa cvclohvdrocarbon ring; and 0 is 
-c-c.-cic-.or. *V C ^** ^wherein n is 0 or an integer from 1 to 7, R 3 is CH 2 or 
H, and R 4 is H or OH; Y is a =CH2 group; and t is 0 or 1, 

the vitamin D moiety being associated at at least one of the C-L C-3, C-24 and C-25 
position with a target molecule moiety having an affinity for a tissue of interest, the target 
molecule moiety comprising at least one of calcitonin, a bisphosphonate, a phosphate, 
polyaspartic acid, polyglutamic acid, an aminophosphosugar, osteonectin, bone sialoprotein, 
osteopontin, estrogen, dehydroepiandrosterone (DHEA), a metal ion-amino acid chelate, and 
combinations thereof. 

45-46. (Canceled) 

47. (Currently Amended) The conjugate of claim 44 [46], wherein said 
bisphosphonate is linked to said vitamin D moiety at a position on the vitamin D moiety which is 
C-l,C-3, C-24 or C-25. 

48. (Canceled) 

49. (Previously Presented) The conjugate of claim 44, wherein the target 
molecule moiety comprises at least one of calcitonin, a bisphosphonate, a phosphate, osteonectin, 
osteopontin, estrogen, and dehydroepiandrosterone (DHEA) and combinations thereof. 

50. (Previously Presented) The conjugate of claim 49, wherein the tissue of 
interest comprises at least one of bone, a malignancy site, and combination thereof. 

51. (Previously Presented) The conjugate of claim 50, wherein the tissue of 
interest comprises bone. 

52. (Previously Presented) The conjugate of claim 44, wherein the target 
molecule moiety comprises bisphosphonate. 
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53. (Previously Presented) The conjugate of claim 44, wherein the tissue of 
interest comprises bone. 

54. (Previously Presented) The pharmaceutical composition of claim 20, 
wherein the target molecule moiety comprises at least one of calcitonin, a bisphosphonate, a 
phosphate, osteonectin, bone sialoprotein, osteopontin, estrogen, and dehydroepiandrosterone 
(DHEA) and combinations thereof. 

55. (Previously Presented) The pharmaceutical composition of claim 54, 
wherein the tissue of interest comprises at least one of bone, a malignancy site, and combination 
thereof. 

56. (Previously Presented) The pharmaceutical composition of claim 55, 
wherein the tissue of interest comprises bone. 

57. (Previously Presented) The pharmaceutical composition of claim 20, 
wherein the target molecule moiety comprises bisphosphonate. 

58. (Previously Presented) The pharmaceutical composition of claim 20, 
wherein the tissue of interest comprises bone. 
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59. (Currently Amended) A conjugate comprising at least one vitamin D moiety 
having the formula 
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wherein R 1 is OH; a saturat e d or unsaturat e d, substitut e d or unsub s titut e d, straight chain or 
branch e d CI — CI 8 hydrocarbon a side chain represented by formula (IIIB): 



wherein R 8 and R 9 are each H or taken together form a double bond between C-22 and C-23, R 3 
is CKU or H; R 4 and R 5 are independently H or OH; and R 6 and R 7 are independently H, OH, 
lower alkyl lower fluoroalkvh Q-lower alkvl O-lower acvl Q-aromatic acvl lower cycloalkyl 
or taken together with the carbon to which they are bonded to form a Q-C s cyclocarbon ring. 

the vitamin D moiety being associated at at least one of the C-l, C-3, C-24 and C-25 
position with a target molecule moiety having an affinity for a tissue of interest, the target 
molecule moiety comprising at least one of tetracyline, calcitonin, a bisphosphonate, a 
phosphate, polyaspartic acid, polyglutamic acid, an aminophosphosugar, osteonectin, bone 
sialoprotein, osteopontin, estrogen, dehydroepiandrosterone (DHEA), a metal ion-amino acid 
chelate, and combinations thereof, the target molecule binding or influencing the metabolism of 
the tissue of interest. 

60. (Previously Presented) The conjugate of claim 59, wherein the target 
molecule moiety comprises at least one of calcitonin, a bisphosphonate, a phosphate, osteonectin, 
osteopontin, estrogen, and dehydroepiandrosterone (DHEA) and combinations thereof. 

61. (Previously Presented) The conjugate of claim 60, wherein the tissue of 
interest comprises at least one of bone, a malignancy site, and combination thereof. 

62. (Previously Presented) The conjugate of claim 61, wherein the tissue of 
interest comprises bone. 
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63. (Previously Presented) The conjugate of claim 59, wherein the target 
molecule moiety comprises bisphosphonate. 

64. (Previously Presented) The conjugate of claim 58, wherein the tissue of 
interest comprises bone. 
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CONCLUSION 



Withdrawal of the notice of non-compliance and consideration of the Amendment 
submitted on November 3, 2003 are respectfully requested. 



Docket No.: 017620-9277-00 
Michael Best & Friedrich LLP 
One South Pinckney Street 
P. O. Box 1806 
Madison, WI 53701-1806 
(414) 225-4943 
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Respectfully submitted, 




n 
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